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MATING SCHEME FOR PRODUCTION OF HbA REPLACEMENT MICE 





FIG.1 



Inventon Townes et aL 

ApplicationlNo. 10/659,675 
Docket No. 21085.0053U5 
Sheet: 2 of 16 

REPLACEMENT ORA^NGS 



o 

Q- 



o 
E 



I 



CO 

o 
or 

to 



-S X 



\ 
\ 



No!" 



E 

GO 



8 



CO 



CD 



-CD 

■cn 



E 



-GO 



o 



CO t 
O ^ 

o uj 



• 

CO 



o 
E 



CO 
LU UJ 
CO o 

o o 



&5 



= go 
or o 

Cl- 

to — ro o 

CD LU 



LL 



Inventor. Townes et aL 

AppIkarionNo. 10/659,675 
Docket No. 21085.0053U5 
Sheet: 3 of 16 

REPLACEMENT DRAWINGS 




m o ^ ljj '-^ ^ 



Invemon Townes et aL 

ApplicatbnNo. 10/659,675 
Docket No. 21085.0053U5 
Sheet: 4 of 16 

REPLACEMENT DRAVEONGS 




Invemor TownesetaL 
Application No. 10/659 675 
Docket No. 21085.005305 

_ 5ofl6 
REPLACEMENT DRAWINGS 



PRODUCTION OF TRANSGENIC HbF — HhA MICE 
(DOUBLY HOMOZYGOUS FOR MOUSE a-GLOBIN AND ^-GLOBIN DELETIONS) 





HbF— HbA floA 
1/4 
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FIG. 5 
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Isoelectric Focusing Gel Of 
Transgenic Mouse Hemolysates 

12 3 4 



1 . Mouse Control 

2. HbF HbA : a+/+ : P+/+ Mouse 

3. HbF HbA : a^'^ : p°^° Mouse 

4. Human AA Control 

FIG.6 
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FIG. 7 
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FIG. 8 
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Mouse Man 
Negative HbS2 HbS3 HbS4 HbS5 HbSS 
Control Control 




FIG. 10 
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FIG.11B 
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FIG.1 1C 
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FIG.11D 
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FIG, 12 
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FIG.14A FIG.14B 
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HEMOGLOBIN SWITCHING IN HbA MICE 
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FIG. 15 
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INCREASING HbF LEVELS IN HbS MICE: 
CROSSING THE HbS 3 AND HbF UNES 




6% 



HbF 




100% 




I — I I I I — n — I I I I — TT — TT — r-n — r-m — n— 

HbS 3 X HbF ''^ 



34% 



FIG. 16 



